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populations of mice Therefore, the strictest adherence to systematic measures
of pathogen exclusion is required to prevent entrance of this agent into
research facilities MHV-free mice must be identified by regular health
monitoring of supplier subpopulations, transported to the user facility in
filter-protected cartons to prevent infection en route, quarantined in a barrier
room at the receiving institution until tested and shown to be free of infection,
and subsequently maintained by strict barrier protocol with regular health
surveillance testing to check the effectiveness of the barrier In addition, all
biologic materials from mice such as transplantable tumors coming into the
institution must be screened and shown to be free of infectious agents before
experimental use in animals (Collins and Parker, 1972)

Once MHV infection has been diagnosed in a facility, the affected popu-
lation should be either promptly eliminated or quarantined in an area or
facility completely away from pathogen-free mice as MHV is highly conta-
gious. Cesarean derivation followed by barrier maintenance has tradition-
ally been recommended for redenvation of breeding stocks However, re-
cent evidence suggests that MHV infections in immunocompetent mice may
have an acute course, with complete elimination of the virus in about 2
weeks (Weir et al , 1987, Barthold, 1986b). Thus, a practical alternative to
cesarean derivation is the isolation of individual breeding pairs of mice
from MHV-mfected populations in separate containment devices such as
filter-top cage systems (Sedlacek et al., 1981), with subsequent selection of
seronegative progeny as breeders (Weir et al , 1987)

Interference with Research

An extremely large number of effects of MHV on mice and their biologic
responses to experimental treatments have been observed Some occurred as
a result of natural infections or conditions simulating natural infections,
while others were observed under somewhat artificial experimental
circumstances (e.g , large doses of virus inoculated by unnatural routes such
as intrapentoneally) Both types of examples are included in the following
extensive (albeit incomplete) lists

In athymic (nu/nu) mice, MHV infection-

a Can cause severe destructive lesions m many organs, including intestine,
liver, brain, lungs, spleen, lymph nodes, and bone marrow (Sebesteny and
Hill, 1974; Fujiwara et al., 1977, Ward et al., 1977; Ishida et al., 1978).

b.    Causes spontaneous differentiation of lymphocytes bearing T-cell
markers (Scheid et al., 1975, Tamura et al, 1978b)

c.   Alters IgM and IgG responses to sheep erythrocytes (Tamura et al.,
1978b; Tamura and Fujiwara, 1979).

d.   Enhances phagocytic activity of macrophages (Tamura et al, 1980).